(l2)«»tt*ft»^*-J^rttBB**ifcHIRlBll 



(19) tS#»MS5r*?«8lll§ 

(43)SBg4>BBB 
2001 ^3^29 9 (29.03.2001) 




PCT 



(10) BIBaMff # 

WO 01/21181 Al 



(so ®mm#m 

(21) gRgfciJlIBS^: 

(22) S®diI5IB: 

(25) USSffigSttSSg: 

(26) BHKttlDaSII: 



A61K 31/675 (74) «IA: #S± S?Ti >ft (MTNOURA, Kiyoshi); T 
102-0073 JC««Tft HE ASdt3T § 2#2^ AS tf 
;U7Fg Tokyo (JP). 



PCT/JP99/05217 
1999 *£9E24 B (24.09.1999) 

B*f§ 



(71) um\(*m*i*<±xa>it'&m\zii*x)i 

ttMtt A#tt (KYOR1N PHARMACEUTICAL CO., 
LTD.) [JP/JPJ; T 1 0 1 -0062 3K Sfii T ft EB E # ffl K>5J £ 
2TB5S* Tokyo (JP). 

(72) 8mi#;fccfctf 

(75) *w*/tt«Ar*nfcoi*Ta>*;: «±»- (Mu- 
rakami, Koji) [JP/JP]; T329-01 1 1 8i*lftTtflMSiU 
*&T*,»386-2 ?U^->S*/W^*704Tochigi 
(JP). #tti£j£ (IDE, Tomohiro) [JP/JP]; T 306-0023 

3E«*«r55rm*»ri-2-i t>X7>->3 ^407 

Ibaragi (JP). M S ¥JflS (MOCH1ZUKI, Toshiro) [JP/JP]; 
T 340-0203 «£!IR:lt*ttBK&ftMSB3TS7* 
2-304^ Saitama (JP). P1B * (KADOWAKI, Takashi) 
[JP/JP]; T21 5-0023 #*JII!)RJI|lHrfifft*B)t J P3-16.14 
Kanagawa (JP). 



(81) fB£BI fSFfy: AE, AL, AM, AT, AU, AZ, BA, BB, BG, 
BR, BY, CA, CH, CN, CR, CU, CZ, DE, DK, DM, EE, ES, 
Fl, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, 
KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, 
MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, 
SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, UZ, VN, 
YU, ZA, ZW. 

(84) ftg H ARTPO ft If (GH, GM, KE, LS, MW, 

SD, SL, SZ, TZ, UG, ZW), 2-7^7^ (AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM), 3 - □ V Aft It (AT, 
BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, 
MC, NL, PT, SE), OAPI ft ft (BF, BJ, CF, CG, CI, CM, 
GA, GN, GW, ML, MR, NE, SN, TD, TG). 



(54) Title: PPAR a ANDPPARr INHIBITORS 
(54) SgBjJO)*!*: PPARff&tfPPARrCDffil^fJ 

(57) Abstract: Highly novel drugs efficacious against diseases in association with glycometabolism and lipid metabolism have been 
created by rinding inhibitors or antagonists to PPAR a and PPAR y ■ Use of fatty acid coA thioesters, which have been found out as 
peroxisome prol iferator-activated receptors (PPARs) a and y inhibitors, in evaluating drugs and utilization thereof in drugs. 

(57) Eft: 

$^B|(iP p ar aitfCP p ar r c»i-6ifi*tni*a^tt 

1 ^<D&m tztibvmMFo^tDm&fcmtZo 



WO 01/21181 



PCT/JP99/05217 



1 

^BB • 
PPARaS^'PPAR7©PfiitlI 

*«WBu ^;i/***y-*«**iSttftiM<* (WTPPAR 
) ©aSIfy tC*tT£P.&^r£t£tJil h LTMtii^ftfcfliafiitCoA 

*? i ;i/©|gI£iS'N©fl!&£giit-£o 
^**$/^-AJi$gl!TSf4'fb£&# (PPAR) iic*«ifli© 
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-CoAS/>#--fe\ S t>* ^ ^ * * ^> x 7 - A (I # £ 1" § T > )V C o 
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PPARCWt5lili»S^7>^J = ^H:^^TIl, 
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IP*> N PPARaSO'PPARrl:MI5fi7il/73-7^ 
& 3 K R P -297 (Murakami K : Diabetes ( 1998) 47, 1841-1847) 
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PPARctS^PPARrO'J^V Ki^il^TD'f Kb 
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1) PPARa7>^-^Fi:U®il 

fi^sii^#i, ±(c i mm mm b« LKStt^tfit itui 

T*> K-^yUiBfctttcililKzIc^ iKS«W^ ifiifiE©f£Ts lis o? 
iRffiiix * *T£;t/*P¥i8L W%(DTt h >*£M-TS (Keller U 
fc: Diabetologia ( 1986) 29, 7-77) 0 P P AR aliffiC*^ 

*» fc, PPARa7>^3-XMUti^W^tl.:J:i) s t-^ 

2) PPARri:lt©7>^3-7 b b T © ffl 
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$t§: fc#|R££ftT <5 (PietDeVos £ : J CI in Invest (1996) 
98, 1004-1009) o U ^>^*>R#<*lillS*lt&#llfc It 

(c:£bi£T1-SC£&fBa£ftT^&( Zhang E£: J Biol Chem( 1996) 
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#»mi#l8J££fta *cdt?I4&v>o 

1. PPARahPPARy CWt £ IS^IgOSIS : 
PPARai:PPAR7i:^t5fi7ib73^7K^5KR 
P - 2 9 7 © h U f-^ A««l<*: (Murakami K : Diabetes (1998) 47, 
1841-1847) £ffl^fcB!fc*g££R£?Tofco 6 t^-<D t*^i>*> 
SthSPPARoSVPPARyO'JifV K JB^ffiSiO N *«lffli 
tftUnUfcaa (6x His-hPPARs LBD) & ft * ft*§IM t «3g £ * N 
-^;i/ii7Al:tllbf;c 6x His-hPPARs LBD i 6 h 100 
nM[3H]KRP-297 ( 27Ci/mmol ) £ 50 mM KC1, 10 mM ^ f-tf * h - 
;U£^tf 50mMTris-HCl ««ft(pH7.4)*-CK»Hb£1& (liiC o 
Af^x7r;k ©#2ETs ##£TT' 25°C> 30#KU 

O + a^-Hf:, •fe77'T : ^^^G25*^A^TSa 
£|g£Lfc[3H]KRP-297 £#8tLs ttltHS fait > 1/ - *s 3 > 
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in vitro UTiBffi Ufc (TNT ® s 7D^'|i v Madison^ WI) „ ±IS 
ttW. btz 6x His-hPPARs LBD m S £ 50 mM KC1, 1 mM v ? * 7 V 
h-KRW 0.1%* fam T )V 7* ^ > £^t? 50 mMTris-HCl flfffitt 
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^-hbfeo 2 mg 6x His (QIAGEN Germany) 

fcim*^ 4°Cs 60 O^r^-Hfeo §1 20 ml or 

DrOGt770-7 (77iR->7 • /Wtf^i, Sweden) 
fcflnXs 4°Cs 60 ftm* 4 >^a-^- Mfco ii'CWCT 3 b 
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SDS-PAGEn fO^-^77^ - (IT [35S]SRC-1 
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